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1. This opinion contains indications relating to the following items: 



□ 


Box No. I 


Basis of the opiniott 


Box No. n 


Priority 


□ 


Box No. Ill 


Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 


□ 


Box No. IV 


Lack of unity of invention 




Box No. V 


Reasoned statement under Rule 436£r.l(a)(i) with regard to novelty, inventive Step or industrial 


□ 




applicability, citations and explanations siqiporting such statement 


Box No. VI 


Certain documents cited 


□ 


BoxNo.Vn 


Certain defects in the international application 


□ 


BoxNo.Vin 


Certain observations on the international application 



2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will be considered to be a written opinion of the 
International Preliminary Examining Authority ("EPEA") except that this does not apply where the applicant chooses an 
Authority o&er than this one to be the IPEA and the chosen IPEA has notified the International Bureau under Rule 66.lbis(b) 
that written opinions of this International Searching Authority will not be so considered. 



If this opinion is, as provided above» considered to be a written opinion of the IPEA, the a]^licant is invited to submit to the 
IPEA a written reply together, where apprc|iriate, with amendments, before the eviration of 3 months from the date of mailing 
of Foim PCT/lSA/220 or befine the expiration of 22 months from the priority date, whichever eiqiires later. 
For further options, see Form PCT/ISA/220. 

3. For fiirtbcr details, see notes to Form PCT/ISA/220. 
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^orm PCT/ISA/237 (cover sheet) (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 


IntermtioDa} application No. 
PCT/IL(W00330 


BoxNal Baas of this opinion 


I, With regard to the language, Qiis opinion hds been established on the basis of the inteniatioiial application in the language in wfakh it 
was filed, unless otliowise indicated under this item. 


1 1 This opiroonhas been established on the basis of atrandation fiomtfae original language into the foUowiog language , 

which is the language of a translation funusbed for the purposes of international search (under Rules 123 and 23. 1(b)); 


2. With regard to any nucleotide and/or amino acid seqfoence disclosed in the international application and necessary to the claimed 
invention, fhis opinion has been established on the basis of. 


a. type of material 




n a sequence listiqg 




1 1 table(s) related to the sequence listing 




b. format of nmlenal 




O in written format 




1 1 in conqiuter readable form 




c. time of filiqg^fumishing 




1 1 conlained in international application as fUed. 




n fned togedier with the intemational application in computer readable form. 


I 1 furnished subsequently to this Authority for the purposes of search. 




3- (Zl ^ addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been filed 
or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go hsyond the application as filed, as appjx>priale, were furnished. 


4. Additional comments: 





Fomi PCT/rSA/237{Box No. I) (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



Intenntiooal application Na 
PCT/IL04^00330 



Box Na V Reasoned statement undor Rule 43 6is.l(a)(i) with regard to novelty, inventive step or industrial 
^plicability; citations and eiqilanations supporting such statement 



1. Statement 



Novelty (N) Claims li2i YES 

Claims NONE ^NO 

Inventive step (IS) Claims NONE YES 

Claims 1:21 _N0 

Industrial applicability (lA) Claims 1:21 YES 

Claims NONE ^nO 



2. CitaticHis and explanations: 

Claims 1-21 meet the criteria set out in PCI Articie 33(2), because the prior art does not teach or fairly suggest a 
phamiacobgically active combination having utility in treating insomnia patients, which comprises melatonin and nicotine or 
the method of alleviating impairment of cognition wHh the combination of melatonin and nicotine. 

Claims 1-21 lack an Inventive step under POT Article 33(3) as being obvious over Myers et at (US 6.486,172 B2) h view of 
Q)fflnkrug et at (US 6.353,015 B1). 

Myers et al. (each nicotine increase cognition and attention, (column 17, lines 30-34). 

Myers et al. do not teach the enhancement of cognition with combination of nicotine and melatonin. 

Qxenkrug et al teach melatonin improve cognition and protect against neurotoxicity, (column 12. lines 20-25). 

it would have been obvious to one of ordinary skill in the art to formulate a phamnaceutical composition comprising nicotine 
and melatonin because each of the active agents are taught to be effective in enhancing cognition. One would have been 
motivated to combine nicotine and melatonin in a single composltbn with a reasonable e)q3ectatfon of successfully 
improving cognition in a convenient single formulation. 

Claims 1-21 meet the crfteria set out in PCTMicle 33(4), since the pharmacotogicafly acU^e combinat/on haWng utility in 
treating insomnia patients, which comprises melatonin and nfcoisne or the method of afteviating impairment of cogn^ton with 
the combination of melatonin and nicotine have an Industrial applicability in phamiaceutical art. 



Forai PCT/ISA/237 (Box No. V) (Januaiy 2004) 
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NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT AND 
THE WRITTEN OPINION OF THE INTERNATIONAL 
SEARCHING AUFHORITY. OR THE DECLARATION 

(PCT Rule 44.1) 







Applicant's or agent's file reference 
NELI202-12.2 


FOR FURTHER ACTION Sec paragraphs I and 4 below 


bitemational application Na 
PCT/nj04A)0330 


International filing date 

iday/m<mthfyear) 15 April 2004(15.04.2004) 


Applicant 

NEURIM PHARMACEtrnCALS (1991) LTD. 



1 . jK[ The applicaat is hereby notified (hat the intetnational search report and (he written opinion of (he International Searching Anfhority 
have been established and are transnntted hexewith. 

Filing of amendments and statement under Artkle 19: 

The c^pEcsnt is entitled, if be so wishes^ to amend the claims of the international ^ptication (see Rnle 46): 

When7 The time hnut for filing snch amendments is normally two months from the date of transmittal of (he international 
search teport. 

Where? Directly to the Intematicnal Bureau of WIPO, 34 chemiD des Colombettes 
1211 Geneva 20, Switzerland, Facsimile No.: +41 22 740 14 35 

For more detailed instructions, see (he notes on the accon^anying sheet 

2' [Zl The apphcant is hereby notified that no international search teport will be established and that the dedarati 

Article 17(2)(a) to (hat effect and the written opinion of (he International Searching Authority are transmitted herewith. 

3. With regard to (he pretest against payment of (an) additional tee(s) under Role 40.2, the applicant is notified (hat 

I I (he protest together with the decision thereon has been transmitted to the International Bureau together with the applicant's 

request to forward flie texts of both the protest and the dcdsioo thereon to the designated Offices. 

I i no decision has been made yet on (he protest; the applicant will be notified as soon as a dedsbn is made. 

4. Rendnders 

Shortly after die expiration of 18 months from (he priority date, the international appfication win be pnbhshed by (he International 
Burean. If (he applicant wishes to avoid or postpone publication, a notice of withdrawal of the intemationa] application, or of the priority 
daim, nmst reach the International Bnxeau as provided in Rules 90friA.l and 90ii£5.3, re^ectivcly, before the completion of the technical 
preparations for intemalumal pnblicadon. 

The applicant may submit comments on an informal basis on the written opinion of the Intemational Searching Anthority to the 
International Boreao. The hitexnational Bureau will send a copy of sudi cofsnnents to aQ designated Offices unless an intemational 
preliminary examination report has been or is to be established. These comments would also be made avaOabte to the pnbSc bnt not 
before the expiralion of 30 months from the priority date. 

Within 19 months fiom the priority date, but only in reject of some designated Offices, a demand for intemational preHmisaiy 
examination must be filed if the applicant wishes to postpone the entry into the national phase until 30 montbs fiom (he priority date (in 
some Offices even laterX otherwise, the applicant must, within 20 months from the priority date, perform the presoibed acts for entry 
into the national phase before those designated Offices. 

In respect of other designated OfBces, the time limit of 30 months (or later) wiD apply even if no demand is filed within 19 months. 

See the Annex to Form PCT/IB/301 and, for details about (he iqiplicable time limits. Office by Ofiloe, see the PCT Applicant's Guide, 
Volume n, National Chaptexs and the WIPO Internet site. 
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Authorized officer 
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Form PCT/ISA/220 (January 2004) 



(^See notes on acooi 



^ng sheet) 



